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Date of mailing (day/month/year) 
27 aout2001 (27.08.01) 


A onlicant's or agent's file reference 

Le A 33 162-WO Hb 


IMPORTANT NOTIFICATION 


International application No. 
PCT/EP99/10110 


International filing date (day/month/year) 
20decembre 1999 (20.12.99) 



1. The following indications appeared on record concerning: 

X the applicant X the inventor | | the agent j | the common representative 


Name and Address 

FITZGERALD, Mary, F. 
2 Paternoster Court 
Cassington Road 
Yarton, Oxon 0X5 1QB 
United Kingdom 


State of Nationality 
GB 


State of Residence 
GB 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
| | the person j J the name X the address [ j the nationality [ J the residence 


Name and Address 

FITZGERALD, Mary, F. 
2 Paternoster Court 
Cassington Road 
Yarnton, Oxon 0X5 1QB 
United Kingdom 


State of Nationality 
GB 


State of Residence 
GB 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: .*£^.*o 


4. A copy of this notification has been sent to: 

| X| the receiving Office j | the designated Offices concerned 
| J the international Searching Authority | X | the elected Offices concerned 
| | the International Preliminary Examining Authority j | other: 
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(PCT Rules 26bis.1 and 26bis.2 and 
Administrative Instructions, Sections 402 and 409) 


To: 

BAYER AKTIENGESELLSCHAFT 
D-51368 Leverkussen 
ALLEMAGNE 


Date of mailing (day/month/year) 
03 March 2000 (03.03.00) 


Applicant's or agent's file referenc " 
• Le A 33 162-WO Hb 


IMPORTANT NOTIFICATION 


International application No. 

PCT/EP99/10110 


International filing date (day/month/year) 

20 December 1999 (20.12.99) 


Applicant 

BAYER AKTIENGESELLSCHAFT et al 



The applicant is hereby notified of the following in respect of the priority claim(s) made in the international application. 

1. [X| Correction of priority claim. In accordance with the applicant's notice received on: 28 February 2000(28.02.00), 
the following priority claim has been corrected to read as follows: 

GB 30 December 1998 (30.12.98) 9828845.9 

| ) even though the indication of the number of the earlier application is missing. 

I ( even though the following indication in the priority claim is not the same as the corresponding indication appearing 
in the priority document: 



2. | | Addition of priority claim. In accordance with the applicant's notice received on: , 
the following priority claim has been added: 

| | even though the indication of the number of the earlier application is missing. 

| | even though the following indication in the priority claim is not the same as the corresponding indication appearing 
in the priority document: 

3-D As a fesuft of the correction and/or addition of (a) priority claim(s) under items 1 and/or 2, the (earliest) priority date is: 

4. Q Priority claim considered not to have been made. 

| | The applicant failed to respond to the Invitation under Rule 26bis.2(a) (Form PCT/IB/316) within the prescribed time limit. 

| 1 The applicant's notice was received after the expiration of the prescribed time limit under Rule 26bis.l (a). 

| | The applicant's notice failed to correct the priority claim so as to comply with the requirements of Rule 4.10. 

The applicant may, before the technical preparations for international publication have been completed and subject to the 
payment of a fee, request the International Bureau to publish, together with the international application, information 
concerning the priority claim. See Rule 26bis.2(c) and the PCT Applicant's Guide, Volume I, Annex B2(IB). 

5. In case where multiple priorities have been claimed, the above item(s) relate to the following priority claim(s): 



6. A copy of this notification has been sent to the receiving Office and 
[X] to the International Searching Authority (where the international search report has not yet been issued). 
[X| the designated Offices (which have already been notified of the receipt of the record copy). 
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34, chemin des Colombettes 
1211 Geneva 20. Switzerland 


Authorized officer 

S. De Michiel 
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Telephone No. (41-22) 338.83.38 
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(PCT Rule92bis.1 and 
Administrative Instructions, Section 422) 


To: 

BAYER AKTIENGESELLSCHAFT 
D-51368 Leverkusen 

ALLtlVIAotN t 


Date of mailing (day/month/year) 
05 April 2001 (05.04.01) 


Applicant's or agent's file reference 
Le A 33 162- WO Hb 


IMPORTANT NOTIFICATION 


International application No. 
PCT/EP99/10110 


International filing date (day/month/year) 
20 December 1999 (20.12.99) 



1. The following indications appeared on record concerning: 

X the applicant X the inventor | | the agent |^] the common representative 


Name and Address 


State of Nationality 
DE 


State of Residence 
DE 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 

X the person X the name X the address X the nationality X the residence 


Name and Address 

MAYR, Lorenz 
Sternstrasse 40 
D-42799 Leichlingen 
Germany 


State of Nationality 
DE 


State of Residence 
DE 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 

Please note that the above-mentioned person has been added into our records as 
applicant/inventor for US only. 


4. A copy of this notification has been sent to: 
|~Xj the receiving Office the designated Offices concerned 
| | the International Searching Authority |jxj the elected Offices concerned 
j X j the International Preliminary Examining Authority j | other: 





Authorized officer 


The International Bureau of WIPO 




34, chemin des Colombettes 


A. Karkachi 


121 1 Geneva 20, Switzerland 
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NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Assistant Commissioner for Patents 

1 IrtitarJ Ctof qc Patent or*rl Tr^fHam'S rb 
UlHlcU Oldlcb rdlcfll dflU 1 IdUcmdrK 

Office 
Box PCT 

Washington, D.C. 20231 
ETATS-UNIS D'AMERIQUE 

in its capacity as elected Office 


Date of mailing (day/month/year) 
14 August 2000(14.08.00) 




International application No. 
PCT/E. .j/10110 


Applicant's or agent's file reference 

Le A 33 162-WOHb 


International filing date (day/month/year) 

20 December 1999 (20.12.99) 


Priority date (day/month/year) 

30 December 1998 (30.12.98) 


Applicant 

FITZGERALD, Mary, F. et al 



1. The designated Office is hereby notified of its election made: 

| X | in the demand filed with the International Preliminary Examining Authority on: 
05 July 2000 (05.07.00) 

j | in a notice effecting later election filed with the International Bureau on: 



2. The election | X j was 

|" | was not 

made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WIPO 


Authorized officer 


34, chemin des Colombettes 


Charlotte ENGER 


1211 Geneva 20, Switzerland 
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Applicant's or agent's file reference 
Le A 33 162-WO Hb 



FOR FURTHER ACTION 



See Notification of Transmittal of International 
Preliminary Examination Report (Form PCT/IPEA/416) 



International application No. 
PCT/EP99/1O110 



International filing date (day/month/year) 
20/12/1999 



Priority date (day/month/year) 
30/12/1998 



International Patent Classification (IPC) or national classification and IPC 
C07C59/88 



Applicant 

BAYER AKTIENGESELLSCHAF et al 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 7 sheets, including this cover sheet. 

□ This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 

I S Basis of the report 
Priority 

N 0n -establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 
Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 



II 


□ 


III 




IV 


□ 


V 




VI 




VII 


□ 


VIII 


IS 



Date of submission of the demand 
05/07/2000 



Name and mailing address of the international 
preliminary examining authority: 
European Patent Of ice 

D-80298 Munich 
Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Date of completion of this report 
02.04.2001 



Authorized officer 
Villa Riva, A 

Telephone No. +49 89 2399 8404 




Form PCT/I PEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/EP99/1 01 1 0 



I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70. 1 7))\ 
Description, pages: 

1-109 as originally filed 

Claims, No.: 

1-17 as originally filed 



2. With regard to the language, all the elements marked above Were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, . Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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International application No. PCT/EP99/1 0110 



(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



Ml. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non- 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
B claims Nos. 1 -5 (N,IS,IA), 1 3 (IA). 

because: 

H the said international application, or the said claims Nos. 13 relate to the following subject matter which does 
not require an international preliminary examination {specify): 
see separate sheet 

□ the description, claims or drawings (indicate particular elements beloW) or said claims Nos. are so unclear 
that no meaningful opinion could be formed {specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

H no international search report has been established for the said claims Nos. 1-5. 

2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide 
and/or amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative 
Instructions: 

□ the written form has not been furnished or does not comply with the standard. 

□ the computer readable form has not been furnished or does not comply with the standard. 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 6-11 

No: Claims 12,13 

Inventive step (IS) Yes: Claims 

No: Claims 6-17 

Industrial applicability (IA) Yes: Claims 6-12,14-17 
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2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 



observations on the international application 




No: 



Claims 




description, and drawing; 



on the question whether the 
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Section III 

Claim 13 relates to subject-matter considered by this Authority to be covered by the 
provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will be formulated with respect 
to the industrial applicability of the subject-matter of this claim (Article 34(4)(a)(i) PCT). 

Section V 

1 . Reference is made to the following documents: 

D1: WO 96 15 096 A 

D2: WO 97 43 247 A 

D3: WO 98 09 940 A 

D4: WO 98 22 436 A 
/ D5: BARNES P J: Trends in Pharmacological Sciences, GB, Elsevier Trends 
/ Journal, Cambridge, vol. 19, no. 10, 1998 (1998-10), pages 415-423. 
/ D6: WEHR A: 'Proteasehemmer-nicht nur bei AIDS wirksam.' Deutsche 
/ Medizinische Wochenschrift, vol. 123, no. 1-2,1998, pages a9-10. 
J D7: RICOU B ET AL: 'Matrix Metalloproteinases and TIMP in Acute Respiratory 
' Distress Syndrome' Am J Respir Crit Care Med, vol. 154, 1996, pages 346-352. 

Unless otherwise indicated, reference is made to the relevant passages emphasized 
in the International Search Report. 

2. Novelty (PCT Art. 33(1 ) and (2)) 

Several biary I butyric, -hydroxybutyric and -pentanoic acid derivatives are known for 
their MMP (matrix metalioproteinase) inhibiting activity (see e.g. D2-D4). In particular 
D1 discloses the activity of compounds which fall under the general formula (I') of 
present claim 9 as inhibitors of MMPs , and in particular also the compound in claim 
1 1 (see Table XX in D2 (the compound in claim 10 is disclosed as a racemate only). 
Therefore, the subject-matter of present claims 12 and 13 does not appear to be 
novel. 
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3. 



Inventive Step (PCT Art. 33(1) and (3)) 

D1 discloses the fact that several of the compounds listed in present claim 6 9 and 
11 are .nh.brtors of MMP enzymes. The technical problem can be seen asTo oroZ. 
he use of MMP inhibrtors against respiratory diseases. However, D5 D7 di ,0^ 

tmrnL 0 , b6tWeen aCt ' Vity ° f th6S6 6 ^ meS 3nd — -sptto" and 

aoZ T JT SBS - Theref ° re ' jt W ° U,d be ° bvi0US t0 the ski,.ed person*, " 
compounds, wh.ch are known as MMP inhibitors, in the preparation of medicaments 

AsTra T d,SeaS8S - ThiS ^ inVent,Vity ° f ^ claims 6 n ,Ca 4 m 7 mS 
to be re h T C ° mP ° UndS ? ' 8 m COnC ^ the P-b em has 

i: SKsrr a,temative bi ~ ac,d — s — * - 

™n=-H w V 8 4 - chlor,ne 'soindol derivative cannot be 

cons.dered .nvenfve. ,ndeed, if a racemate is known to have pharmaco ooical 

Partes (as rt appears from D1 in the case of these two compounds) Twou.d be 
obv.us to the kil(ed ^ to jso , ate tne pure sjng(e js P m h* wou d be 

-n the same pharmacological context, in order to reduce the dosage or the sTde 
effects, or to obtain a more specific action. ,„ addition, for the 4'-ch.orine compound 
the separat.cn of the enantiomers is already hinted at in D1 , Table XX 

'T ? diCtab,e WhiCH bi0,09iCal 6ffeCt Wi " be brou 9 ht by a chemical 
change, the chem.cal modifications which give rise to the oth*r JL T 

present Cairn r cou.d account for the presence of 

p^:::t for ,hem - which is not the case (see ^ - £££ 



4. 



Industrial Applicability (PCT Art. 33(1) and (4)) 



For the assessment of the present claim 13 on the question whPthor th 
industrial applicable, no unified criteria exist in ^cZ^Ts^I Z 
patentab,* can also be dependent upon the formu.ation of the c Th^ EPO for 
"ample, does not recognize as industrially applicable the subset- Jne r 
o the use of a compound in medical treatment, but may allow, LS^Z 
known compound for first use in medica. treatment and the use of such a compo nd 
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for the manufacture of a medicament for a new medical treatment. 
Section VI 

5. The potentially relevant intermediate document WO 99 18079 A, published on 15 
April 1999 (filing date 23.9.98, priority date 7.6.95, publication date 6.10.97) is quoted 
according to Rules 70.10 and 64.3 PCT. 

Section VIII 

6. The fact that the compounds of the present application can be used for the 
preparation of medicaments against respiratory diseases does not appear to be 
sufficiently supported (contrary to Art. 5 PCT) by the present specification. Indeed, 
it is only shown for 5 compounds that they are able to inhibit MMP-12 (table 3), and 
for other 2 selectivity data are provided (table 4). However, in the title to table 3 
MMP-13 is mentioned. In table 4 a mixture of IC 50 and Kj data are given. This lack of 
precision renders the data so unclear, contrary to Art. 6 PCT, that it appears to be 
impossible to establish whether the technical problem has been solved at all. 
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(PCT Article 1 8 and Rules 43 and 44) 



Applicant's or agent's file reference 

Le A 33 16-WO Ho 


FOR FURTHER see Notification of Transmittal of International Search Report 

(Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 


International filing date (day/month/year) 


(Earliest) Priority Date (day /month/year) 


PCT/EP 99/10110 


20/12/1999 


30/12/1998 


Applicant 






BAYER AKTIENGESELLSCHAF et al 





This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 5 sheets. 

[ X | It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
| | contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 



□ 



□ 
□ 
□ 
□ 

□ 



2. 

3. 



[X] Certain claims were found unsearchable (See Box I). 
| | Unity of invention is lacking (see Box II). 



4. With regard to the title, 

[X] the text is approved as submitted by the applicant. 

| | the text has been established by this Authority to read as foflows: 



5. With regard to the abstract, 
pT| the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. 



| | as suggested by the applicant. None of the figures. 

| | because the applicant failed to suggest a figure. 

| | because this figure better characterizes the invention. 



Form PCT/IS A/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



national appfication No. 

PCT/EP 99/10110 



Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 
1 . Claims Nos. : 

because they relate to subject matter not required to be searched by this Authority, namely: 



3-D 



1 -R 

Claims Nos.: x J 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' ■ searchable claims. 



2. | | As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
' ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. | | No required additional search fees were timely paid by the applicant. Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest j | The additional search fees were accompanied by the applicant's protest. 

j | No protest accompanied the payment of additional search fees. 
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International Application No. PCT/EP 99/10110 



FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 
Claims Nos.: 1-5 



Present claims 1-5 relate to the use of an extremely large number of 
possible compounds for the preparation of medicaments against respiratory 
diseases. Support within the meaning of Article 6 PCT and/or disclosure 
within the meaning of Article 5 PCT is to be found, however, for the use 
of a very small proportion of the compounds among those listed in the 
claims 1-5 only. In the present case, the claims so lack support, and the 
application so lacks disclosure, that a meaningful search over the whole 
of the claimed scope is impossible. Consequently, the search has been 
carried out for the claims which appear to be supported and disclosed, 
namely claims 6-17. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 



INTERNATIONAL SEARCH REPORT 




itionai Application No 

TTT/EP 99/10110 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C07C59/88 C07C59/48 C07C59/68 C07D317/46 C07D253/08 
A61K31/40 A61K31/53 A61P11/00 A61P29/00 

According to international Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 
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